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Abstract 



PURPOSE: To provide the medicine which is prepd. by combining 2- iodomelatonines, 2-bromomelatonins 
and progestadine, has the same drug action as the drug action of the melatonin and may be drastically 
decrease in its dose. CONSTITUTION: This medicine is prepd. by combining 2-iodomelanine (i.e., N- acetyl- 
2-iodo-5-methoxytryptamine), 2-bromomelatonin, their derivatives and progestadine (more particularly 
norethisterone, 1 -norgestorel and more adequately norgestorel) and has an antitumor property and has an 
effect for controlling the contraception and menstrual cycle. The 2-bromomelatonin is obtd. by bringing 
bromosuccinimide into reaction with the melatonin of the formula I. The 2-iodomelatonine of formula III is 
obtd. by bringing N-imide iodosuccinate into reaction with the melatonin of the formula I. The activity of the 
melatonin is enhanced, its dose is decreased and the quality of the agonist to the melatonin is extremely 
enhanced by the administration of the melatonin together with the drug of the combination described above. 
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h-> (N-Ti*^- 2-3— F+v-hU 

79 2-^P^7h^> (N-rir^;v- 

2 ] we -fu v x * V >*v ;i^x '>xtp 
m&m 3 ] i \zmm.omm<nmm \z&^x, 

[»*^4] OTB*^ hX>, 2-3-F*^hX> 
£2 3HimUBU -MlfcBKSBHk MI52-3-H 

[®*^5] 1 0«)ffli3Wn-fni 0 0-2 0 0m 
giO. 3 0 — 0. 5 0mg^7^>t^nm 

[»*B63 1 BOlftRn^ni 0 0-2 0 0m 
g t O. 0 8-0. 1 6mgco^^ h—yL^atfX^* 

CH2CH2NHCOCH3 



10 



20 



CH30 



w**7] 1 eo^ji^-en^n2 0-4 omgi: 

0. 30-0. 5Omg02-3-F^7h->tyP 

314 K:E«©SBW<o«ffl^r», 
Hf*H8] 1 B0ffll^nftl2 0-4 Omgi 
0. 3 5 — 0. 8 0mg©2-3-h77h->t^D 

4irlSRosaw©ffi^^fe B 

[i»*E93 1 B©flHfcWE-*l-6tl2 0-4 Omgt 
0. 08 — 0. 1 6mg(D2-3-h^7hr:>tyD 

03 1 B<o«i^nfn2 5-5 omg 

t0. 3 0-0. 5 0mgO2-^D^7h^>t^ 

ism 4 \zmm<Dmm<D&mjjm. 
im&m 113 1 Bo^s^-tti^n 2 0 - 4 0 mg 

tO. 80 — 0. 1 6mgtf>2 -ZfU^^'y b~>t? 

» 1 2 3 ma 1 KE»©siBw^«s-r 

02-3-H^7hr:> (N-T-fe^^-S— F- 
.Hb.11 

CHsO CH2CH2NHCOCH3 




KBS 




W*3B1 3 3 |ffE2~3-H^7h->©fifeT^ 
>7h^> (2. 3 2 g, lOmM) (Dpnuft 

)vj± (70ml) sasaisu -<Dmm&- 2 ox:\z 

(N I S : 2. 2 5 g : 1 OmM) *fiDATSJ6H'&* 
fc£«U Z.(Dm^m*~2 0^CT4. 5I9MS#U 
-e©W«^«:2«g^m^hU^A^^ *Tft# 

1 2 Ki2*©&*<Z>S 

& 

[»*«1 4] «E2-3-K^9h->©8S , r» 



40 



t;i^?- 40 : 1, S8x^;w fcjiivvraatrsc: 
tic^oTm^s (0. 5g) <z>±jfttt£«, iin^r 

IBjAI 4 2 , CG>&JS«0. 4g 0K*1 0-1 2%) & 
£ i: £#«£T*if 1 2 £fEttttlBRcDK&. 

[if $9 1 5 3 1 fce*<&jira£«$i*sfc«> 

[ft 2] 
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CHaO 




CH2 CH2 NHCOCH 
NIS 



T» ^7h-> (1. 15g, 5mM) COftfcfl^ (1 
Oml) ^fc, «#T* yp^enyx^S-f^H (NB 
S : 0. 89g:5mM) O&tKH^ ( 3 0 m 1 ) mm 

^^2g«r#^iltS^iiT§^^l 5!CiB«<D 

> 8:2) ^^T»aUT0. 7g (IK^4 5%) 

i8X^-A^1f>$I^ : 146- 
149t (on Kofler) \zt££&'£1*. Z.V>Kfe 

&&m3i : ?)v&&mmzm^rzmmpn~? h??y * 
(tlc) tz&^xm&znzct&mkt-rzmjm 
1 8 \zmm<Dm?\<omm 0 

m^M2 0] §|3&ElK:fa«<£2-3-F^h- 
[0 0 0 1] 

femz®<&m&tt*m&&±zf8mmnm®m 
mu *ow%tttt<n®&\zwr%o 

[0 0 0 2] 

[fl^O&flf] ^7h^> (me 1 a t o n i n) <Dft 

m<D**-XA\z^T<D&^\ztircz>m$t • 

[0 0 0 3] S*S«C!>W*»»TCDitStt, 

3& (snc) ~c<D* : ?hzi><D2'z><Dmmy3ig:&mffi<D 
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CH2CH2 NHCOCH 3 



(median eminence, pars tub 
eralis of thepi tui tary gl 
end) £&mTm<Dm£M±& (supra c h i 
10 asmatic nuclei of the hyp 
o t h a i amu s) T&-5>o 

[0 0 0 4] Wl&VftQ&ttZ&^T* *7h~><Dftm 
[0 0 0 5] \,*<^&<Dmft#)V-7tiffiv1t$£9CC* 

^mz%^nrcmm^m<o^<^mmm^ri, - 

[0006] «^t, ^narccoffifc*^ ^^h-> 
^Aimoifiiii r«ffl $ ns * c t aifu is u t vi 

[0007] ^7b^>$ypyxf>ft^ 

(/;l^x->XfD> :norethisterone) 

set, jgic, -tntt«vj«jfi.u^^ (i%*a® , <t 
[0008] ift¥. ^nyxf>if»#fJfei«J;»3, y 

;|/XyXTD>^MtI^^LTtffi$n, ens 
[0 0 0 9] 

DK<fe&>^fc (»2. 3 5%). 
4? [0 0 10] ffio^nyxf^ft, 91%M\-J)V 
WhWKOS^M^lii (0. 08-0. 16 
mg) T«fcD^:lriJ»*3&tS^Ilfc3W5BlxT^<&. 

[0 0 11] -2k ^7hX>il 
T*fcfc!C»ifctt»**<0BBffl (1 0 0-2 0 0mg) 

[0 0 12] *§tw<D&tz>Bmz* hi;**?*^ 
Jl iosw 
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5 

[0 0 1 3] 

M^nmm^ N - T^)l- 2-3-K-5-j*h 

»2-yp^7h^ -ecoss^t, ^P^X^ 

(progestagen) CD&^th^e&a £ t 

Jt^S2 0-4 0mgO2-3-H^7h->t^i2 
[0 0 1 53 *»WC^*aUB»tt^«r«»K^J: 

[0 0 16] sk, *»wic^3^*ifMiwts*-r*a 

2-3-F- 5-j* h^yh'J^5» t2- 
[0 0 17] 

fr&mmzn, Jtniz&^Tt^b-^izttT&Tdr- 

[0 0 1 8] mz, #rtt#*KDW*Ttft*»lC«ft 
>CD#J 7-10 m<Dm&&&r> 2-3— h^>^3 
[0 0 19] 2 -3-F;*5 h->xfdi2 -y 

[0 0 2 0] L*>fc> ±ESS*€*U^S, »MtUS<B 

[0 0 2 1] j^7hr:>$fc^2- hn>2; 
fdi2 - ^d^ 7 ^>S^nn^y> (/jVx-> 



(4) »B¥6-2 63 6 35 

[0 0 2 2] 

[0 0 2 3] ffi**»K:WLTte, 18^4 68$ 

[0 0 2 4] a) lBOM^tlfni 0 0-2 0 0 
mgtO. 3 0 — 0. 5 0mgO^7 h— ^t/iPXX 

[0 0 2 5] b) 0 0 

mgiO. 08-0. 1 6mg0^7h">^: 1 - J )V 

[0 0 2 6] c) lB©ffiIOTn?n2 0-v4 0ing 
iO. 3 0-0. 5 0mgO2-3-F^7h^><ty 

[0 0 2 7] d) lB^I^nfn2 0-4 0mg 
t0. 3 5-0. 8 0mg©2-3-H^7h->«i:y 

a? [0 0 2 8] e) lB©Il^n-?n2 0-4 0mg 
tO. 08 — 0. 16mg02-3-^7hr>tl 

-yjHi/XfDX 

[0 0 2 9] f) i H<Dmm& j tn j eti2 5-5 omg 

i:0. 3 0-0. 5 0mg©2-yn^7hz>«!:; 
jUi/XrDX 

[0030] g) ia©ffli^nfn2o-4om g 

t0. 3 5-0. 8 0mg©2-yDt^7h^>i:; 

[0 0 3 1] h> 1 B<nmm&*tvetl2 0 — 4 Omg 
30 tO. 08 — 0. 1 6mg02-^D^^7h- >t 1 

[0032] cn^a^tLTsacogWTffiffl^n 

[0 0 3 3] 4^rMK(Omat, 3 4i(OltU£i 

;jH^fD>Oft^0P$ 1 2 BP8tt*T*« 

[0 0 3 4] fi^T> 2-3-K*^h->:feJ;tf2- 
^n^E^^h->typyx^>^* (y^XyXr 
40 n>, i-yji/y^hwv, yWxH/JMB toi 

£^t, «©«i**TjS»tan««K#UT, ^p^ 
[0 0 3 5] Mfr, xxhny>offii^t§^^{: 

[0 0 3 6] Ua>t>* 2-3-F;*5h~>:fe<£tX2- 
yn^7b^>©111^7h^>©5-l 0«4>fe 
<T«fclr*. 

a? [0037] mz, ntmt.*ti\z9cft-rz>mm<Dmfr 
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(5 

7 

co o 3 8] m&omm&m*. 2-a-H^7hr> 
\zm< s am. 2-a-Fy^h->*fc«^^h-> 
[oo3 9] (^7h^>«) £mm<Df&& 

[00403 ^<^&<Dm*£®fizwznT^zm%<Dm 

& \z * 5 h - ><z>*f8ii l/^^^Yb Lfc^i^ 

mwsmwm< z. ±*mfrr>ft. 
[0 04 1] ^7hz>M©tte1-uit:t>^§ 

[0 0 4 2] M^<fctWfiT 2 - 3 - 7 hn^t a? 

[0 0 4 3] hr:>^2- 

OV-3^tfJA, WA>iRT- 1 1 243£tf?L 
^■MCF-7I» • 

[0044] *$&mmtfift-3fzmt£m»v\*. 2-a 

ACDJBttMfiBOC^M (methasta ^7 
tic nodules) 2«MWC0>jS»(D 7 5 
X*«A*»«ff*«»^n> AOffi<0HfiH©-**ilT 
te* fchfeifcofcl lAt6AC««(|I«*t»5n&. 
[0 0 4 5]-*, 2 -H-FjX^ h->i:2-^a^ 

[0 0 4 6] ffiO*J^>X^li^0S$ft:(Dg« 
(express! on) C^TS 2 —3— F;* 5 

[0 0 4 7] AcDSttHfeB®*tcttxx hny>S« 
[0 0 4 8] L*U *»W#OWffiWrT#&nfc»* 



> *£5i¥6-2 6 3 6 3 5 

8 

mm iz&tt&mm<DW^<Dm>£m&&&vik&M 

[0 0 4 9] Z.<Dy"— 2 -3— F*^ hn><h2 

(binding) tc<k£ 

[0 0 5 0] Sig, 2- (1251) -3~H^7h- 
>©«f»tt^»<5fi«lWtBa:IS-& (binding) <Z> 
A£*^M0ll^6*fclUM**. Sr£ 

[0 0 5 1] LfrU 2-3-F^^F— >, 2-^D 

«Ttt»-&»&ttrt*f"o <h<£< te* Z. t&mBkTumz 
ftfco 

[0 0 5 2] *^F~>, 2-3-H^7h->^ 
BMttlMHttJI&ft'feD, ATKWSn&JfcSWB*© 

[0 0 5 3] «fc0«ffiO5 f -^W:» 2-3-^7h- 

[0 0 54] 2-3-h^7h->i2-^D^7h 
Arto&UtMk (mitogenic effect) S 

nmr *fwn z. t 5 ns, 
[0055] Mfc £ft^£tWffiMKifc tm: 

»TH *^F->, 2-3-h^7hx>^^2- 

[0 0 5 6] mr>#lim*tt5±ftm (anltcinet 
o s i c action) l:SU WAfiSft*, #*3 
<fctXfftfT*©»fffcHSLfc»lg^f4fB* (n e u r 
ovegetative problems) L<DfflM 

[0 0 5 7] -Witt, (1) IffiAi^, fccfcl* (2) 

aw*. t>mTfft£m$&$<D3tmtm& 

[0 0 5 8] *f4, mm^<DMm<Dtt\Z <fc^T, 

[0 0 5 9] £fte<&»f*3©SKfck »Sl*3a>555S#B8 

[0 0 6 0] t¥oT. 3-407^-H/ty^Ij|^ 
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[0 0 6 13 tWtt^fDi^5©it ^*C0«f#<7>« 

co o 6 2i mme>\»"vvT:v)*7 b-><Dwm\3$m 

5££***UI3SU «I«3*«fCl8L,T, t^X^xtV 
>^ (disk shedding) *0>jaa*ifj&>r^ 

[0 0 6 3] mmfrzmwt*? b-xoftmi® 

[0 0 6 4] ft&mz&VZ>*7 b — ><D<&m&>F&<D 

CH2CH2HHCOCH3 CH30 



J0 



CH30 



)lrJL\f*y>C U> (norepinephrine) CD 
4>\i\Z9—&nmm (reuptake) TS^tS^ 

[0 0 6 5] ^ot, ^7h^X 2-3-H^7h- 

[0 0 6 6] 2 -yD^^7hr>^^2 

[0 0 6 7] 2-^n^e^^ h~>CO^ 
» 

[0 06 83 
Kfc33 



CH2CH2NHCOCH3 




NIS 




[0 0 6 93 >^ h-> (1. 1 6 g> 5mM) ©M* 

H (NBS : 0. 8 9 g : 5mM) (3 0m 

1) IZMtLZ. 

[0 0 7 0] a*»»T. S»K:T3B* 

**mzT1$iVT. 5 0 
th'JWIBtM^ pH7l:MJ;5taT5^ 

[0 0 7 1] **&^nn^AT?4l5i»tfj-r*. *&m 

[0 0 7 2] I4*W477y*>a^D7hy77/ 
(->U*y;k 80:1, »Bxf;k>^ d"v*u-> ^ 

CH2CH2NHCOCH3 



CH30 



$K8 : 2) *MHT«IW-*t0. 7g (42^4 5%) <D 

[0 0 7 33 ^MKi8X^-^^>^ 
-re. llftjft : 1 4 6-1 4 9t (on Kofle 
r) o 

30 [00743 ^<DKmmm^)v*mhmzmwz.m 
mzu^btf^yj (tlc) «c<fcoTfi»-r*2i^ 

[0 0 7 5] (NMR) tC<fco 

[0 0 7 6] 2-3-h^7hn>^J5S 

» 
[0 0 7 7] 
[flS4] 

CH3O CH2CH2NHCOCH3 




NBS 



H 

[0 0 7 8] *7 h^> (2. 32g, 1 OmM) CD^ 
DD^;VA (7 0ml) mmiZ. - 2 0t:(CT, N-3 
»><b3A^*-f 5 F (NIS : 2. 2 5 g : 1 OmM) 




^ dim) , * (20) T«g»u *UT*£at*a« 

[0 0 8 03 »«£«E£T©£U 



1, 



yyyzy 



[0 0 7 93 *©#«J»»*2«J6©«»^hU^A*6 50 ;W SIVJt*Mt5t0. 5gO«M#5. 
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11 

So MAI 4 2<C©£i£i&0. 4 g (iRSpl 0-1 2 
[0 0 8 1] NMRX^^MWU?), »6nfcfe*« 

co o 8 2} m& 

1) 7yb m&fo LD50 = 462mg/kg 

2) &U LD5 0 = 8 0 Omg/kg 10 

3) ^tfyh LD5 0 = 3 94mg/kg 
(i«iK14 0) 

[0 0 8 3] ^LT, MStt*ttfrS, 

4) LD5 0 = 1 9 2mg/kg 

[00843 mm^^xrmfmmwsk. ms\zM 



^i¥6-2 63 635 

[0 0 8 5] F^^h— >i:2-^D^E^^h 

1) 7yh LD5 0 = 2 0 Omg/k 

3) V>X *in£M®l*3 LD50 = 1 0 0mg/k 
[0 0 8 6] £ £ KH^SftjfcRWfci:^ < nfi*<D&$ttZ 

[0 0 8 7] #9in»fc^$nfca#, asffltcwr 



-f^UTH 20127 Bi?/ Vx7*7 

J>*T4lr 7 

OU7B 20127 ^y 

9 3- 7 



(7»S»Mf - 5*-r • ^7 

-f^UTH 20127 ^ ^7 #47- 7 

-f^UTH 20127 ^7-^ 
V>^-<ir 7 
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